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Honorable Commissioner of Patents August 15, 2006 

Washington, D.C. 20231 

AMENDMENT AND RESPONSE TO RESTRICTION REOUIREMEIST 



Dear Sir: 



This is in response to the RESTEaCTION REQXJIREMENT niailed July 6, 2006 in the 
above referenced application. 

AppUcants hereby elect the subject matter of Group U, Claims 4-8, 24-28, 44-48, 64-68 
and 84-88, drawn to an isolated nucleic acid encoding a monoclonal antibody which binds to 
anti-dual integrin, vectors, host cells, and methods of producing, for prosecution in this 
application. This election is made without traverse. 

In addition, as to an election of species, AppUcants provisionally elect the subject matt^ 
of the nucleic acid molecule encoding the antibody having the variable heavy chain sequence of 
SEQ. ID. No.7 and the light chain variable sequence of SEQ.ID. No 8, as recited in claim 4. 
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In accordance witii the restriction requireroent, please enter the fonowing araendoient: 
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Amendments to the Specification begin on page 3 of this paper. 

Amendments to the Claiim are reflected in the listing of claims which begin on page 5 of this 
paper. 

Remarks/Arguments begin on page 7 of this paper. 
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Amendments to the Specification: 

Please replace the paragraph beginning on page 5, line 17. with the following amended 
paragreq;>h: 

Figures 4A-I) show gmphs of antibody binding to VV33 oVm where this hgand was pteincubated 
in doubling dilutions starting at 10 -.g/ni. with 50 rriM EDTA in 1% BSA-HBSS (in the absence of 
Ca4+) or with 1% BSA-HBSS (with Ca++) for 30 nrin. 37EC. Mixtures added to plates coated with 
CNTO 95. C372, c7E3 or LM609 IgG and incubated for 1 hour. STC. 1M609 or CNTO 95 added at 
20 :efniL in appropriate buffer (+/- Ca++) for 30 min, 37''C. Plates probed with goat anti-mouse IgG 
Fc. HRP or goat anti-human IgG Fc, HKP. 

Please replace the paragraph beginning on page 5. line 23. with the following an^nded paragraph: 

Figures 4E-G show graphs of antibody bindmg to a W35 oYBS. where this ligand was 
preincubated in doubling dilutions starting at 10 :gfmL with 50 mM EDTA in 1% BSA-HBSS (in the 
absence of Ca-M-) or with 1% BSA-HBSS (with Ca-M-) for 30 nrin, 37«>C. Mixtures added to plates 
coated with CNTO 95. C372, c7E3 IgG and incubated for 1 hour. 37»C. VNR.139 was added at 10 
:g/mL in appropriate buffer (+/- Ca-M-) for 30 min. 37«'C. Plates probed with goat anti-mouse IgGFc. 
HRP. 

Please replace the paragraph beginning at page 14. line 19 with the following amended 
paragraph: 

Methods for engineering or humanizing non-human or human antibodies can also be 
used and are well known in the art. Generally, a humanized or engineered antibody has one or 
more amino acid residues from a source which is non-human, e.g., but not limited to mouse, 
rat. rabbit, non-human primate or other mammal. These human amino acid residues are often 
referred to as "import" residues, which are typicaUy taken from an "import" variable, constant 
or other domain of a known human sequence. Known human Ig sequences are disclosed, e.g.. 
in a number public databa-'^^ such as t b ^ MCBT database of the National Tnsritme of Health 
fvr pMhIications such as w ww.ncbi.nlm.nih.gov/ e ntroz/qucry.fcffl; 
wwvv.atoo.org>^phago/hdb htm l; >vww.aoiquoot.coni/; www.oboam.ooro/ ; 
www, ontibo dyrooonroo.oom/onlinocomp .html; 

www.puhlio.iaototo.odu/ podro/rooGnTch_toolG .htm1 ; www.mgcn.uni 
h u id o lb cr g- dc /S D /l T/^T h tml: v i "'"v .^rhfrnnmnn nnm/irnmunolonv/CHOS/lcubyOS.htm; 
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www.libTQry.thinkqucGt.org/ 1 2 129/Inimuiio/Antibody .htm lt 

www.hhiDi.org/grantGilcoturoo/1996/vlab/; www.path.oam.QO>ulc/ - mro7/milcoimagoo.html; 

www.Qntibodyrooouroo.ooni/; 

niob.har\^Qid,odu/BioLiiilcp/ImmunQlogy.^ 

pathboK.wiiGtl.odu/ - hccntcr/indQK.html; www.biot e ch.tifl.odu/ - hcl/ jr 
w^w,pebio.coTn/pa/3 4 09 1 3/3 1091 3 -html; T ft rww.nal.usda.gov/awio/pubc/Qntibody/; 
www.m.ehimo u.ao.jp/ yaouhito/BliGa.html; y v nvw.biodcsign.oom/tablo.Qgp; 
www.ioKiot.uk/Qxp/fQoa/d n^ i nn/l uiko.html; www.bioteokufl.odu/ - fccl/protocolJitml; 
wNVw.ioao - uot.orfi/oitc3_goo .html; ojdmtl .imt.um mQrburg.da/ - rolc/AEPStort.htnil; 
baaorv.uoi.kun.iil/ jraata/lialcpl.html; ww^v.rooab.mu hd.do/immuao.bmojiwu,odu/i 
www.inrc opo.Qam.ac,uk/imt doo/public/I>rrRO.html; sww.ibtunam.in3t/virAf_mioo.html; 
imgt-cnuGO.fri8101/; www.bioohcm.uoLao.ulc/ mortin/abG/indcx.html; antibody.batfa.QC.uk/$ 
abgen.cvm.tomu.odu/lab/wwwEtbgen.hfe Bal; 

wvw.unizh.oh/ hon e gg o r/ AHOoonainQr/SlidoO I. html; www.cr^^.bbk. ac.uk/ ubog07c/; 
www,Dimr.inro-ao.ulc/CC/coaowg/ocacwg.htm; 
www.path.cQm.QO.uk/ 3airc7/humanigatioii/TAHHP.html; 
www.ibt.unam.mx/vir/structura/otat_aimJbttml; www.biosoi.mi^ 
www,cryst.bioo.oam.Qo.ulc/ - jEenoUna/Wab pages/Pept/spott o oh.htm ly 

www.jerini do/fr_producto.htm; wvw.patonto.ibm.com/ibmiitmLK abat et al,. Sequences of 
Proteins of Immunological Interest, U.S. Dept. Health (1983 ), e a c h o ntir o ly incorporo t od 
heroin by roforono e. 

Please replace the paragraph beginning at page 19, line 15, with the following amended 
paragr^h: 

In another aspect, the invention provides isolated nucleic acid molecules encoding 
a(n) anti-dual integrin antibody having an amino acid sequence as encoded by the nucleic 
acid contained in the plasmid dopooitod ao designated clone C37LA. *^»es 

a nd ATCC Pcpo o it Nos: 
, roapootively, dopooited on 



Please replace the paragraph beginning at page 67, line 4 with the foUowing amended 
paragraph: 
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Determinatioii of Ca^ Dependence for Bindiag of anti-Human \A^3/W35 aVp3/aVp5 M abs 
to Their L.igand$ 

It is known that the presence of the cation calcium is necessary for the Mab c7E3 to bind aVB3 
and is not a lequiiCTient for binding of Mab LM609 to aVp3 as demonstrated in Figures 4c and 4d 
respectively. This experiment was conducted to assess whether calcium dependence also applies to 
the binding characteristics of CNTO 95 or C372 for Wi* ceYB2 or fiV^ integrins. An 

excess concentration of EDTA was introduced into the assay format to chelate the Ca present within 
the binding pocket of the integrin heterodimers and therefore, binding was assessed in the absence of 
the cation. It was found that CNTO 95 and C372 binding to «Vg3 is not dependent upon die 

presence of Ca (Figure 4a, 4b). The same is true for C^^^O 95 binding to ctVgS but not so, 

however, for C372 binding to WaS^VfiS (Figure 4e, 4f) as binding appears to be increased m the 
presence of Ca. 
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RECEIVED 
CENTITJAL FAX CENTER 

Amendments to the Claims: y^yQ J g 20QB 



This listing of claims will replace all prior versions, and listings, of claims in the ^plication: 
Claims 1-3 (canceled). 

Claim 4. (previously presented) An isolated nucleic acid encoding at least one isolated 
mammalian anti-dual integrin antibody having at least one variable region comprising SEQ 
ID NO: 7 or 8. 

Claim 5. (previously presented). An isolated nucleic acid vector comprising an isolated 
nucleic acid according to claim 4. 

Claim 6. (previously presented) A prokaryotic or eukaryotic host cell comprising an isolated 
nucleic acid according to claim 5 . 

Claim 7. (previously presented) A host cell according to claim 6, wherein said host cell is at 
least one selected from COS-1. COS-7, HEK293, BHK21, CHO, BSC-l, Hep G2, 653, SP2/0, 
293, HeLa, myeloma, or lymphoma cells, or any derivative, inmiortalized or transformed cell 
thereof. 

Claim 8. 0>reviously presented) A method for producing at least one anti-dual integrin 
antibody, comprising translating a nucleic acid according to claim 4 under conditions in vitro, 
in vivo or in situ, such that the dual integrin antibody is expressed in detectable or 
recoverable amoimts. 

Claims 9-23 (canceled) 

Claim 24. (amended) An isolated nucleic acid encoding at least one isolated mammalian anti- 
dual integrin antibody comprising ^tfeer (i) all of the heavy chain CDR amino acid sequences 
of SEQ ID NOS: 1, 2, and 3; er and.(ii) all of the light chain CDR amino acids sequences of 
SEQ ID NOS:4, 5, and 6. 

-7 - 
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Claim 25. (amended) An isolated nucleic acid vector comprising an isolated nucleic acid 
according to claim 4 24. 

Claim 26. (amended) A piokaryotic or eukaryotic host cell corc^rising an isolated nucleic 
acid according to claim 2& 24 . 

Claim 27, (previously presented) A host cell according to claim 26, wherein said host cell is 
at least one selected from COS-1, COS-7, HEK293, BHK21. CHO, BSC»1, Hep G2, 653, 
SP2/0, 293, HeLa, myeloma, or lymphoma cells, or any derivative, immortalized or 
transformed cell thereof. 

Claim 28. (previously presented) A method for producing at least one anti-dual integrin 
antibody, comprising translating a nucleic acid according to claim 24 under conditions in 
vitro, in vivo or in situ, such that the dual integrin antibody is expressed in detectable or 
recoverable amoimts. 

Claims 29-101. (canceled). 

Claim 102 (Newly added) An isolated nucleic acid encoding a human monoclonal antibody 
comprising human heavy chain and human light chain variable regions comprising the amino 
acid sequences shown in SEQ ID NO: 7 and SEQ ID NO: 8, respectively. 

Claim 103. (newly added). An isolated nucleic acid vector comprising an isolated nucleic 
acid according to claim 102. 

Clakn 104. (newy added) A prokaryotic or eukaryotic host cell comprising an isolated nucleic 
acid according to claim 102. 

Claim 105. (newly added ) A host cell according to claim 104, wherein said host cell is at 
least one selected from COS-1, COS-7, HEK293,BHK21, CHO, BSC-1, Hep G2, 653, SP2/0, 
293, HeLa, myeloma, or lymphoma cells, or any derivative, immortalized or transformed cell 
thereof. 
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Claim 106. (newly added) A method for producing at least one anti-dual integrin antibody, 
comprising translating a nucleic acid according to claim 102 under conditions in vitro, in vivo 
or in situ, such that the dual integrin antibody is expressed in detectable or recoverable 
amoimts. 

Claim 107. (newly added) An isolated nucleic acid according to claim 102 wherein the 
antibody completely inhibits M21 cell adhesion to vitronectin. 

Claim 108. (newly added) An isolated nucleic acid according to claim 102 wherein the 
antibody comprises a human IgG heavy chain and a human kappa Ught chain. 

Claim 109. (newly added ) An isolated nucleic acid according to claim 102 wherein the 
antibody comprises an IgGl or IgG3 heavy chain. 

Claim 1 10 (newly added) An isolated nucleic acid according to claim 102 wherein the 
antibody is an IgGlkappa antibody. 
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RECEIVED 
CE^^TRAL FAX CENTER 

AUG 1 5 2006 

REMARICS/ARGUMENTS 

The specification has been amended to correct typographical errors and to remove the 
embedded hyper-links. 

Claims 1-3, 9-23, and 29-101 have been canceled in accordance with the earlier 
restriction jeqtiiiement and to narrow the issues in the case. Applicant retains the right to present 
claims to the cancelled subject matter in a divisional application. 

Amendments have been made to claims 24-26 for clarity purposes and to correct 
dependencies. 

New claims 1 02- 110 have been added. Support for the new claims can be found in the 
specification at page 19, line 4. No new matter has been added. 

Applicant respectfully requests that a timely Notice of Allowance be issued in ttiis case. 

Respectfijily submitted. 



Bv: / Ketmetfa J. Dow / 
Kenneth J. Dow 
Reg. No, 32890 

Johnson & Johnson 

One Johnson & Johnson Plaza 

New Brunswick. NJ 08933 

(610)651-7422 

Dated: August 15, 2006 
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